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DETAILED ACTION 

Applicants Response to Restriction Requirement Acknowledged 

1 . Applicant's election, without traverse, with the Group B along with the angelicin 
(monotherapy) as the elected species is acknowledged. Only claim 1 reads on the elected 
invention. Claims 4-5 are withdrawn from fiirther consideration by the examiner, 37 CFR 
1 .142(b), as being drawn to a non-elected claims. 

2. It is noted to applicant that upon the allowance of a generic claim, applicant will 
be entitled to consideration of claims to additional species which depend from or 
otherwise require all the limitations of an allowable generic claim as provided by 37 CFR 
1.141. 

This application contains sequence disclosures that are encompassed by the definitions 
for nucleotide and/or amino acid sequences set forth in 37 CFR 1 .821(a)(1) and (a)(2). 
However, this application fails to comply with the requirements of 37 CFR 1.821 through 
1 .825 for the reason(s) set forth below. 

Information Disclosure Statement 

3. Acknowledgement is made of applicant's claim for foreign priority based on an 
application filed in ITALY TO2002A000684 on 07/31/2002. It is noted, however, that 
applicant has not filed a certified copy as required by 35 U.S.C. 119(b). Accordingly, the 
instant application will be considered as being no foreign priority claimed. 

Sequence Rule Compliance 
4. This appUcation contains sequence disclosures that are encompassed by the 
definitions for nucleotide and/or amino acid sequences set forth in 37 CFR 1.821(a)(1) 



Application/Control Number: 10/522,737 Page 3 

Art Unit: 1614 

and (a)(2). However, this application fails to comply with the requirements of 37 CFR 
1.821 through 1.825 for the reason(s) set forth below. 

37 CFR 1,82 1(a) presents a definition for "nucleotide and/or amino acid 
sequences." This definition sets forth limits, in terms of numbers of amino acids and/or 
numbers of nucleotides, at or above which compliance with the sequence rules is 
required. Nucleotide and/or amino acid sequences as used in 37 CFR 1.921 through 1.825 
are interpreted to mean an unbranched sequence of four or more amino acids or an 
unbranched sequence of ten or more nucleotides. This application contains sequences of 
four or more amino acids, for example 5'-TGG CAA GAA GOT GCT GAC TTC-3'; 5'- 
TCA CTC AGC TGG GCA AAG G-3'; gamma-globin probe 5'-FAM-TGG GAG ATG 
CCA TTA AGC ACC TGG-TAMRA-3', see pages 7, lines 2-6. . 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

5. Claim 1 is rejected under 35 USC 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. 

The specification discloses angelicin as a suitable example of active agent that is 
useful for the treatment of thalassemia, which meet the written description and 
enablement provisions of 35 USC 1 12, first paragraph. However, the claim 1 is directed 
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to encompass "structural analogs" which only correspond in some undefined way to 
specifically instantly disclosed chemicals. None of these meet the written description 
provision of 35 USC 112, first paragraph, due to lacking chemical structural information 
for what they are and chemical structures are highly variant and encompasses a myriad of 
possibilities. To the extent that no structure fiinction data is disclosed in connection with 
theses fiinctionally described compounds to correlate, or there is not disclosed correlation 
established between these functional drugs and the contemplated desired therapeutic 
effect to be achieved in practicing the instant invention, the specification provides 
insufficient written description to support the genus encompassed by the claims. 

Vas-Cath Inc. Mahurkar. 19 USPQ2d 1111, makes clear the "applicant must 
convey with reasonable clarity to those skilled in the art that, as of the filing date sought, 
he or she was in possession of the invention. The invention is, for purposes of the 'written 
description' inquiry, whatever is now claimed." (See page 1117.) The specification does 
not "clearly allow persons of ordinary skill in the art to recognize that [he or she] 
invented what is claimed." (See Vas-Cath at page 1116). 

With the exception of the angelicin (2-oxo-(2H)-furo-(2,3-h)-l-benzopyran) and 
its analog having base structure of fiirocoumarin (e.g., acylangelicins, alkylangelicins, 
alkoxycarbamoylangelicins, psoralens, bergapten, etc. . .), the skilled artisan cannot 
envision the detailed chemical structure of the encompassed derivatives, analogs, etc., 
regardless of the complexity or simplicity of the method of isolation. Adequate written 
description requires more than a mere statement that it is part of the invention and 
reference to a potential method for isolating it. See Fiers v. Revel . 25 USPQ2d 1601, 
1606 (CAFC 1993) and Ameen Inc. V. Chueai pharmaceutical Co. Ltd .. 18 USPQ2d 
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1016. In Fiddes v. Baird . 30 USPQ2d 1481, 1483, claims directed to mammalian FGF's 
were found unpatentable due to lack of written description for the broad class. The 
specification provided only the bovine sequence. 

Finally, University of California v. Eli Lilly and Co .. 43 USPQ2d 1398, 1404, 
1405 held that: 

. . .To fulfill the written description requirement, a patent specification must 
describe an invention and do so in sufficient detail that one skilled in the art can clearly 
conclude that "the inventor invented the claimed invention." Lockwood v. American 
Airlines, Inc.. 107 F.8d 1565. 1572. 41 USPQ2dl961. 1966(1997); In re Gosteli. 872 
F.2dl008. 1012. 10 USPQ2dl614. 1618 (Fed Cir. 1989) ("[T]he description must 
clearly allow persons of ordinary skill in the art to recognize that [the inventor] invented 
what is claimed.") Thus, an applicant complies with the written description requirement 
"by describing the invention, with all its claimed limitations, not that which makes it 
obvious," and by using "such descriptive means as words, structures, figures, diagrams, 
formulas, etc., that set forth the claimed invention." Lockwood. 107 F.3d at 1572. 41 
USPQ2d at 1966. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

6. Claim 1 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claim 1 recites "angelicin". The term "angelicin" refers to not only (2-oxo-(2H)- 
fiiro-(2,3-h)-l-benzopyran) as the structural formula compound depicted in page 2 of the 
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specification but also beta-sitosterol or betaprost (CAS No. 83-46-5) which is totally 
different core structural compound. In this regard, it is considered that the meaning of the 
claims should be clear from the wording of the claim alone. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S. C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3 . Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the 
various claims was commonly owned at the time any inventions covered therein were 
made absent any evidence to the contrary. Applicant is advised of the obligation under 
37 CFR 1 .56 to point out the inventor and invention dates of each claim that was not 
commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 
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7. Claim 1 is rejected under 35 U.S.C. 103(a) as being unpatentable over Nagai et al. 
(AN 1996:689283 which corresponds to JP 08231417) in view of NaefFet al. (US 
6645522 B2). 

Nagai discloses an erj^thopoietin (Epo)-containing liposomes containing 
phospholipids that contains sterol-type lipids or sterol glycosides such as beta-sitosterol 
(also commonly known as angelicin), campesterol, stigmasterol, brassicasterol or 
cholesterol that is useful for the treatment of anemia (abstract). 

Naeff teaches a use of er3^hropoietin liposomal formulation for the treatment of 
blood disorders characterized by low or defective red blood cell production such as 
various forms anemia or a variety of disease states, disorders and states of hematologic 
irregularity such as sickle cell disease and beta-thalassemia (column 3, lines 10-21). 

The teaching of Nagai differs from the claimed invention in the use of said 
composition for the treatment of thalassemia. To incorporate such teaching into the 
teaching of Nagai, would have been obvious in view of Naeff who teaches the use of 
erythropoietin liposomal formulation for the treatment of beta-thalassemia. 

One having ordinary skill in the art would have expected in view of Naeff that 
Nagai's formulation that is usefiil for the treatment of anemia would be also useful for the 
treatment of beta-thalassemia, and be motivated to modify the teaching of Nagai to arrive 
at the instant invention. Although the instant claims use the different names for the said 
ingredients than those taught in the cited references, these references are particularly 
pertinent and relevant because all the claimed species and their roles are well taught in 
the cited reference. Thus, one would have been motivated to combine these references 
and make the modification because they are drawn to same technical fields (constituted 



Application/Control Number: 10/522,737 Page 8 

Art Unit: 1614 

with same ingredients and share common utilities), and pertinent to the problem which 
applicant concerns about. MPEP 2141.01(a). 

It is noted that the term "comprising" as recited in claims 1 is construed to be 
open language which allows for the inclusion of unspecified ingredients in major 
amounts. Therefore, the references in combination make obvious the instant invention. 



Conclusion 

8. No Claim is allowed. 

9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Brian Kwon whose telephone number is (571) 272-0581. 
The examiner can normally be reached Tuesday through Friday from 9:00 am to 7:00pm. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, Ardin Marschel, can be reached on (571) 272-0718. The fax number for this 
Group is (571) 273-8300. 

Any inquiry of a general nature of relating to the status of this application or 
proceeding should be directed to the Group receptionist whose telephone number is (571) 
272-1600. 

Information regarding the status of an appHcation may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications may be obtained from Private PAIR only. For 
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more information about PAIR system, see htrp :/'/pair-direct.uspto . gov Should you have 
any questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll free). 



/Brian- Yong S Kwon/ 
Primary Examiner, Art Unit 1614 



